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DECLARATION OF EDWARD V. QUADROS, PHJD, 

The undersigned, Dr, Edward V. Quadras, hereby declares: 

L I am currently an Associate Professor in the Departments of Medicine and 
Biochemistry at the State University of New York Health Science Center and a co« 
inv&tor of tte subject matter disclosed in the above-identified application. 

2. I have read and understood the above-identified application and submit 
this Declaration for the purpose of providing evidence that a person of ordinary skill m 
the relevant art, based upon the teachings of this application and the general knowledge 
in fbe field, could readily produce the claimed antibodies. 

3. As an initial matter, I submit that the application provides sufficient 
instruction and guidance to enable one of ordinary skill in the art to produce monoclonal 
antibodies having the same properties as those described and claimed in the application, 
even if exactly the same monoclonal antibodies as those specifically described in the 
application are not obtained, More specifically, the application provides detailed 
instruction regarding the production of monoclonal antibodies directed to transcobalamin 
II (Tell), including methods of producing recombinant Ten to be used as immunogen 
(Example 8) and methods of producing and identifying monoclonal antibodies directed to 
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■ Vitamin B12 binding site on Tell (Example 9). Furthermore, the application provides 
detailed method* for identifying monoclonal antibodies directed to the Vitamin B12 
binding site on Tell that possess the claimed characteristics of inhibiting cellular uptake 
of VitaminBl2 and blocking cell growth. Specifically, Example 10 describe, methods 
of identifying monoclonal antibodies that inhibit cellular uptake of Vitamin B12, and 
Examples 12 and 16 describe methods of identifying monoclonal antibodies that inhibit 
cell growth. Accordingly, I submit that one of ordinary skill in the art, based upon the 
guidance provided in the application and general knowledge in the field, would be able to 
readily produce monoclonal antibodies to Tell and identify those directed to a V.tamin 
B12 binding site on fell that are capable of inhibiting cellular uptake of vitamin B12 and 
blocking cell growth without undue experimentation or difficulty. 

4 Furthermore, I submit that the skilled artisan would have every 
expectation that monoclonal antibodies produced and identified according to the methods 
described in the apphcation would possess the claimed characteristics based, at least » 
part, on the description of the successful production of such antibodies provided in the 
Examples of the application According to the application, the method described in 
Example 9 was used to successfully identify a number of monoclonal antibodies directed 
to the Vitamin B12 binding site on Tell, as illustrated in Figure 5. Furthermore, the 
method described in Example 10 was used to successfully identify monoclonal antibodies 
directed to TcD that inhibited cellular uptake of Vitamin B12, as shown in F lg ure 6. I 
further submit that the skilled artisan would nnmediately recognize that antiboches that 
inhibit the bindmg of Vitamin B12 to Tell would necessarily inhibit cellular uptake of 
Vitamin B12 since it is well known in the art, as described in the instant application, that 
Vitamin B12 uptake is mediated by Tell via the Tell receptor. Based on this 
understanding and the evidenced success at producing monoclonal antibodies havmg the 
claimed characteristics, I submit that one of ordinary skill in the art would be able to 
similarly produce monoclonal antibodies having these characteristics without difficult or 
undue experimentation, based solely on the teachings of the application and genetal 

knowledge in the art. 

5 . Insurnmary.uponreviewofthepatentapplication.IreadUycondudethat 

monoclonal antibodies having the claimed features could be readily produced by a person 
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of ordinary skiU in the art based solely on the instruction provided in the application and 

general knowledge in the field. 

6. The undersigned declares further that all statements made herein of his 
own knowledge are true and that all statements made on infonnatioa and belief are 
believed to be true, and further that these statements were made with the knowledge that 
willful, false statements, and the like so made are punishable by fine or imprisonment, or 
both, under Section 1001 of Title 18 of the United States Code. 




EdwarS V. Quadros, Ph,D 



t Date 



